Development of NK Humanized Mouse Models for the In Vivo
#5828 Evaluation of NK Cell-Based Therapeutics

Dong Wang, Zhixiang Zhang, Zhongbao Song, Xiangnan Qiang, Qingyang Gu

In Vivo Pharmacology Unit, WuXi Biology, WuXi AppTec

Abstract

NK cells were purified from peripheral blood mononuclear cells (PBMCs) using
magnetic bead separation, expanded in vitro, and subsequently engrafted into human
IL-15 transgenic NOG mice. We collected blood samples from these mice to monitor

anti-CD20 antibody was then evaluated in NK-humanized model using the SU-DHL-2
subcutaneous xenograft tumor mode. Additionally, we assessed NK cell intratumoral
infiltration and the expression of activation markers by flow cytometry at the end of the
in vivo efficacy study, providing further insights into the immune responses in the tumor
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Figure 1. Evaluation of the NK humanized mouse model established with purified human
NK cells. (A) Study design of the in vitro NK cell cytotoxicity assay. (B) NK cell cytotoxicity
detected by flow cytometry. (C) Reconstitution of human NK cells in mice validated by flow
cytometry. (D) Timeline for establishing NK cell humanized mice with purified human NK cells.
(E) Timeline for in vivo evaluation of the ADCC effect of anti-CD20 antibody in NK cell
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Figure 2. Evaluation of NK cell humanized mice established with amplified human NK
cells. (A) Timeline for establishing NK cell humanized mice with amplified human NK cells. (B)
Proliferation of purified NK cells over a 2-week period. (C) Purification of amplified NK cells
detected by flow cytometry. (D) Tumor volume and (E) body weight of SU-DHL-2 xenografts
treated with anti-CD20 antibody. (F) NK cell activation in blood and tumor detected by flow
cytometry.
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humanized mice. (F) Tumor volume and tumor weight of SU-DHL-2 xenografts treated with anti-
CD20 antibody. (G) NK cell activation in blood and tumor detected by flow cytometry. (H)
Timeline for in vivo evaluation of anti-CD20 antibody in non-NK cell humanized mice. (I) Tumor
volume of SU-DHL-2 xenografts treated with anti-CD20 antibody.

Days after NK cell purification

Conclusions

In summary, we developed a humanized mouse model capable of sustaining
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